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2 utili )jC 

aith th a t.I 

E it you': 

everythin: 

hopefully 

that w 

c-c 

e 

several 

want to 1( ok at t 

Which is, how our 

basic decj ‘is ;ion-ma 

investigat 3r all 

the labor; ii zory si 

! want : 

take some II things 

illness ir 17 ;restiga 

at one of I( our dru 

investigat ions an 

out withi] those; 

1 different things you have 

t been thought through? 

Wesve given quite a bit of 

2 

ta scope it down, and weIre 

ing our advisory committees 

3 correct. 

I 

If we looked at 

y'ars in our process, but we 
t 

In 
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t, 
d 
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g 

101 

ot/ geog~raphical, regional - 

0, first of all it would be 

key elements of what we do. 

vestigations are done# the 

g that goes on from the 

way to the supervisors, 

3 take a balance, and we can 

as this food-borne 

or perhaps take a look 

ounterfeiting " 

ook how the science played 

d take a look at what 
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worked and what when we've had 

failures, ibuted to the failure? 

I think one way of 

restating it is, king upon Marty's comments 

process of reviewing your 

've done in order to really 

the highest quality 

a one-time event. 

I'm not really sure 

on the advisory board here 

for a cou 1 k le of m e 
I t ings. But assuming the 

process is new fo he moment, you're starting 

a process' so you Id start it and decide as 

an agency that yo going to do this 

continual 
I 

y ever $e r or every couple of years; 
I 

and you'r 
e 

going to have 

I I 

some kind of review 

group tha d will be partially the same and 
~ ~ 

partially different over time. 
I I 

You're going to 

update 

review oc 

you've done; once the first 

'11 bring new topics to 
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review processd which 

g the quality of it up, of 

time, 

We hope to get that 

part of the Quality 

Managemen:% System, though we do have a core 

group in iheadquarte that manages and / 

co0rdinatje.s so this would be 

envisioned as that would be a 

component of our 

you wanted to make 

a commentj? 

Two comments, actually. 

remember that when 

CFSAN wasp there were comments about 

the ORA s1 pport ~ ~ 

Y 
of CFSAN. 

I I 
And I think, Dennis, 

as we 100; at how t 

done, we ought to ~6 

e review of ORA should be 

1 ok at what we might have 

learned f,rom the CFjAN peer review about the 
I '1 

questions that were raised about the ORA 
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interaction with CFSAti8 because that will give 

you an inrdication of where the science or the 

performan,ce or what ver else may'have been 

questioned. 

Good point. 

The other point I wanted 

ack to is what happens 

is written by the 

it's accepted by the 

enter has seen a draft copy 

finally reviewed by 

nd what we expect at that 

ter director will come and 

That the 

is to keep track of 

r reviewers to the 

the center. 

an accountability that 
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group of deople. 

give a ve,rbal 

company, 'LJ hey corn k 

them follow up on w 

L before as we put l'n 

them to review. 

s o over thf 

continua~~review p' 

improvemei,t process 

reviewing us, even 

lab. You're a go 
I I 

you're rnqch more 
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I 

c. :i I would just make the 

e. For examplel in our 

system, and universities 

t in a slightly different 

external group that comes 

iety of our programs three 

W, once a year. A terrific 

ey write a report[ they 

to the chairman of our 

n every year, and we give 

at's happened the year 

a new series of things for 

course of time, it's a 

cess; it's a continuous 

with an external group peer 

hough we are an industrial 

nment organization and 

the public limelight than 
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we are; you know, WI 

limelight. 

It's a wont 

the quality up ovgr 

committee -- you ' 4e 

interact \with an ex 

iJ continuou; ly. What 

recommend: W h 

what you're going t 
/ 

wonderful process t 
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comments, and itls 

just came, from a Bo 

at the NIB. And g 

a 

and the /I individua 
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Qre also in the public 

erful system for keeping 

time, because the external 

forcing yourself to 

ernal peer review group 

you've done based on their 

t you havenst done, why, 

-- et cetera. It's a 

institutionalize. 

Cecil? 

: I'd like to add to Ed's 

resh in my mind because I 

rd 

in 

S, 

of Scientific Counselors 

, with a new Board of 

the way the NIB has 

,e last couple of years, 

an external peer review 

that reviews the science 

aboratories. The results 
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of those r eviews 

intramural direct 

it at a higher le 

process il t! at occu 

hnd what 

institut5onalize 

excellent' e in the 

So that' 

considera: 'ion. 

~; 
iDit. LANG 

suggestions? 

'DR. DOYL 

what Bern had to 

important! to incl 

there may be data 

about an investig 

fill that: hole? 

future? / 

)4R. BAKE 
/ 

point. 
And lzhat 
I. true issu 

, 

m 

r 

r 

e 

S 

il 

e 

1 

i 

: 

a 

d 

9- 

t 

n 

: 

S 

:; a: 

3.1 

: 

: 

I 

IL 

d 

then given to the 

of research, who can review 

. And itts a c,ontinual 

does is really 

r review and hopefully 

boratories. 

lother model to take into 

Other comments or 

Just to follow-up with 

I I think it would be 

in the review areas where 

ps in the science as you go 

on, and what do you do to 

what should you do in the 

Good point, very good 

an issue for us to -- a 
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~Anything else? 

Okay, th n you. 

II think " 
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I 
e'll move the schedule up a 

little bid. The 
n 

I ~ ept topic is Emerging Science 

iksue Engineered Products. 

Science Board meeting 

j each FDA 'center 
1 I 

and ORA identified key 

that were confronting 

these topics would 

future in-depth 

Science Board 

science area of 

be discussed today by 

And Bob Nerem 

as well. 

we'll probably 

actually quite 

the things that Ed and 

and we'll want to 

that come 
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let people 

y-b right 

Tiss,c 

from the ( 

are going 

tissue any 

off the pi 

regulatior 

time; and 

cells and 

which has 

I will not 

time. 

like to 41 
/ 

initiatiqfz 

nd I wa; 

have a 

after 

Emerg 

s and T 

3. ZOON 

enter f 

to do a 

tissue 

esentat 
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cover 
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ri 

h 

am I going to 

The answer to that is 

his. 

ng Science Issue: 

s 
7 

ub Engineered Products. 

Thank you. I'm Kathy Zoon 

r Biologics, and David and I 

presentation today on 

and I will kick 

eden involved in the 

s and tissues for a long 

ur first interaction with 

from our blood program d 

iatory unto its ownself which 

ere. And maybe for a future 

of the products that I'd 

ou today.covers some of the 

elre currently undertaking. in 
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which is clearly a 

involvement of the 

Center. as they impact 

human reproductive and 

as was mentioned earlier 

combination products 

and some 

t where we had come from, 

to a 1891 hocument published in the 

hich really looks at 

issues, And I would 

this serves as the 

our decisions are made. 

But 

Ongoing I, 
the ce t rs on tissues and tissue 

1 1 \he C.,RH and CBER on a engineeri! gs betw e 
I I 
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daily basis. 

~ ~ h e first major statement of 

to cellular therapy, 

gene therapy, started 

1989 getting 

for transplantation. 

and was intended 

within three months, a 

0: take charge over this, 

C-IS on infectious disease 
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manipulated autologous 

transplantation, and that 

hat's the chemistry, 

to work as 

with the National 

bnd the Centers for 

Services to look 

We were starting to 

using live cellsb 

for therapeutic 

oncerns about the 

zoonotic 

ntially of a pandemic as a 

'llarly on the minds of 
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and serve'c 
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final ruy6 

transplant 

initiative 

regulation 

tI I 

time in dc 

tissues, !P 

program. 

infection 
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going to 

agency wa 

to form a 

products. 

I this'1 

as the 

3ns wer 

ication 

1 1997, 

ing and 

11 ther 

for hu 

stion, 

d which 

of tis 

iere wa; 

ngress 
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ft guidance was published 
~ 

,a$ework on which many of 

.a'de in subsequent review of 

published our chemistry 

ntrol guidance document for 

es. We also issued the 

tissue intended for 

we embarked on a new 

s the reinventing of the 

lot of concern at this 

ut the regulation of 

ng to take over this 

ome of the impact of the 

isks were on their mind, 

al picture of how are we 

11 these tissues that the 

ith in cellular therapies 

gulatory approach for these 



6 

8 

16 

18 

jsi 0 I wil 
I 

describin that t 

In addit 

has been idhe lead 

with CDRIf and the 

and the 0 fice of 

'-I forward 4 
/ I 

these 
1 

So what 

Well, itI's a risk 

with the idpportun 

iI regulatio . 

These ti 

regulatiojn, were 
/ I 

regulated using t 

Section 3161, whit 

prevent tra~nsmiss 

I e spending some time 

3 1998 we formally 

ue bction Plan; we have 

h ’ bhis 
Ol ~ 

action plan. CBER 

b we've had participation 

I Off!i.ce of Regulatory Affairs 

then Commissioner as we move 

nitlatives. 

3 this proposed approach? 

based stratified approach, 

t with those tissues that 

t rbsk having the least 

subsequently as the 

a,e'a higher level of V 

I s es, 
7 

in terms of the least 

redominantly going to be 

e Public Health Service Act, 
I 

+s, primary intent is to 

h Ot of communicable,diseases. 
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we define those types 

following properties: 

manipulated, 

of these 

or device 

of growth or extra factors 

intended use 

the original tissue was 

e or biologic, only within 

certain exceptions, and also that it was not 

cells for primary f nction, and did not have a 

systemic ,effect. there's a few little 

I will talk about 

I registration, there 

> 
would be ilisting, ere would be certain 

expectations to regulations that 
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2 I'll speak to you 

3 program, but no p 
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,4hat was I j 
6 was musculoskelet 

I 
b: 

7 particular cellul h: 
8 potentially hemat 01 

9 classes of them, 

10 ?f 1 31 heart valves and dura 

11 

12 was r 

13 organs, b !ne, 
9 

and L 

d 1lt included was vascularized 

xenographs, and I'll speak to 

14 xenograph 
~1 

as a s 

15 included jbecause 

16 own set of issues I 

17 separate actio'n p 

18 

Ii 

S not inclued and 
" 

./and we broke that out as a 

a' n . And of course blood was 

ecreted in extracted 

products.: 
! 
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developing now that 

and an inspectional 

review. 

i eluded in this? Well, it 

1 tissue, ocular tissue, some 

r component 

0 

such as 

p ietic stem cells, some 

fair amount of the 

rate class. They were not 

otransplantation had its 

was a kick-up phase. And 



2 

3 

4 

5 

6 

7 

8 

9 

10 

16 

117 

that meant that i' 

'c/hat we : 1 

09 did not meet the 

criteria ,~,a 13 lished for the Public 

ection 361, and that there 

concerns or more 

than minimally ma that the 

original intended 

then this would 
/ 

level of regulatory 

would be regulated as 

iSome of 1 ~ 
t I 

he types of.cells in gene 

with right now in 

gene therapy; 

everything from plasma- 

at the transfection 

0 express certain properties 

a&d with the intention of 

Much of 



2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

which is donsiste 

1. of the Public Hea 

I 

require a biologi 
I 

(Many of 

important control 

only the II ',nfectio 

Fhe mechi 
I 

whether oi 

: 

not it 

as a devij e 

4 

under 

a BLA, wo! 

drug appl'cation 

device. ~ 

Id use 

i nd the 

would be the same 
1 

as the baseline, 

characterization, 
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.t and has a higher level of 

e 

he products here that CBER 

most part are described in 

regulated under Section 351 

h t Service Act and would 

s license application. 

I ~ hese products pose certain 

factors with respect to not 

s disease issue that was 

t safety and efficacy 

h I se products would be used, 

would normally be 

regulated at the Center 

or as a biologic under 

an investigational new 

r an IDE in the case of a 
I 

e ria that would be used 

rdless of the mechanism 

oundation, the 

cells, the infectious 
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11 have the same 

go from there based on 

those products. 

hese biologics, there is 

hat we have to address; 

ic example where you're 

ection of cord blood and 

cted cells and doing 

their ow 

em with a particular 

hese cells will not grow on 

have to put a variety of 

ere to actually get these 

and these include a number 

h factors. 

population of these 

re-infused into the 

accordingly. 

everal levels and what 1 

trol points .as well as 

processin!g validation 

C 
issues as one goes 

through these pro1 esses. 
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is another area 

I I 

that I mention, and because of our 

ionship wkth the Center for Disease 

d the MKH, we have been working as a 

veral unique issues, some 

we've used for gene 

as well, and Ill1 

the products themselves, and 

procedures, through the 

through its 

on through the 

delivery 

kind of 

itself. And then what 

f the infectious disease 

there is an 
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informati 4 n to and this iS a very 
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sensitive area. Agency has put a proposed 

for both products related 

and gene therapy. 

Historica been a free sharing of 

DNA Advisory 

to gene therapy as well 

to a certain degree, 

the infor'ation t 
" 

h i at's already available in the 
I I 

NIH guide,lines, M, which is used for 

Subcommit 

Modifier 

because of the natu,re of 

there was actually the 

retary's Advisory 

and that first convened 
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in February of th 

getting the group 

surrounding xenot 

meeting ~311 take I/ 

II mentio 

subcommittee. Tk 

lead on t /e Natic 
J-i 
I Registry and Data 

The natu 

have a pu-blic hea 

an infectious,dis 
j 

for the Bublic He 

d and take / ction. 

There is 

Centers f/cr Disea , 
I 

potential1 
I 

both the 

tissues i order 
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ybar, and we are right now 

ko speed on the issues 

.splantation, and the next 

alce later on, early summer. 

the Burmack committee, 

I's also, and CBER has the 

Kenotransplantation 

e. This is particularly 

g at infections disease 

u?arly with recipients of 

ans, tissues, and cells. 

of this is to be able to 

response in case there was 

el transmission, in order 

hi Service to be responsive 

so a proposal for the 

Control to work on a, 

uture, a repository for 

u 
P 

s and the human recipient 

monitor this process. 
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with the Public 

an event 

04 A scope of the level of 

for the Center for 

on an annual 

arge number of .\somatic cell 

therapies, which isthe red line. Last year 

alone we submissions and these 

submissio to increase. 

submissions were on the 

rise. Wi h the death of Jessie Gelsinger there 

has been hat I would call a self-imposed 

cutback i some of these issues 

are resolved; of new submissions 

into the have decreased. However, 

I would s an enormous amount of 

in the gene therapy field, 

looking a/t internA quality of their products; 

!I ~~ 
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and a lot, of subn 

the gene therapy 

their oversight c 

plans as iell as 

addition. 

So last 

therapy amendment 
I 

therapy amendment 

i[Slide] 

bne of t 

has a conSroversi 

what I would say 

stem cell a 4 The 

ty of E 

e any E 

B/ut we a 

different1 stem CE 

I these ste; 

I 

cells 

used for / issue E 

replacemei,t. 
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s ins have been received in 

~ 0 reab making improvements to 

d=linical trial monitoring I I 
roduct improvements in 

ear we had about 1670 gene 

and about 1300 somatic cell 

. 

e 

1 

C 

'e 

e 

.b 

e 

1 

i 

big areas, and an area that 

impact as well as routine, 

entific issues, deal with 

ter currently regulates a 

cell products, although we 

y.onic stem cell products at 

looking at a variety of 

with the intention that 

1 be differentiated and 

neering or tissue 
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we're looking at, 

the most iinterest 

stem cellis. Whil 
/ 

stem cellis and in 

certainly looking 
/ 

and perip era1 ?I st 

used and 1 J re look 

standards! approac 

I 
minimally lmanipul 

Hiowever, 

cells and their a 

variety oi 'f types 

underway.! / 

iOne of t: 

continue ',o be bo ‘d 

and we 

Center, 

hl 

a 
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types of stem cells that 

d~particularly those with 

ve been the pluripotent 

e look at other types of 

rticular one of the areas, 

stem cells from cord bl'ood 

cells. These have been 

at very much based on a 

when they are not more than 

d. 

eking at pluripotent stem 

ity to differentiate to a 

tissue forms is currently 

areas of interest and 

the mazemkimal and blood 

different types of tissue 

be useful for therapeutic 

as are continuing to grow, 

t a program now in the 

in light of what I would 
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d understand this field more 

a better sense of the 

development is going 

to be key. 

So this is fan area that we're looking 

for good recruiting, based on 

what we re of the science in the 

Center, to have the expertise. And 

we'll continue to move in that area. 

:[Slidel ~ 

'Obviously the most controversial area 
I 

stem cells. Somatic 

cell nucli ar has been the primary 

types of stem cells, 

with lookiing at to cause these 

stem cells to a variety of 

liver, skin, 
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oking at new sourcesd the 

report an and in the newspaper 

the possibility of 

in fat -- I'm all for 

be quite exciting. 

controversy. 

because of the whole 

issue surrounding the use of fetal issues, it's 

and it is one that one 

with the various scientific 

which we have done in order 

to proceed within 

congressional mandate and 

though, is in human 

eeks ago I testified for 

the use of cloning 
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technolog y for cl 

Our juri: 

believe, ~jver the 

to human cloning; 

really focused on 

our determination 

state of t/he scie 

reflected: during 

the hearing by a 

scientifi C issues 

somatic cl1 nucl e 

A~nd thest 

respect t 0 our kn 

these types of ce 

and to in 

regar 

the SC 

on, enes ar 

/And I th: 
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nin& a human being. / 
I 

d4cdion does extend, we .I 

technologies that would lead 

I would say it is 

th esscientific issues. And 

this point based on the 

c+, and I think it was well 

h testimony that we heard at 

a iety of experts, that the 

sirrounding the use of IA 

a r cloning are fraught with a 

n ific concern, t both for the 

go as well as for the mother. I 
ange from everything with 

of the ability of 

to properly differentiate 

o a human being. There are 

to,imprinting that we don't 
I 

when genes are turned 

Yanish from M.I.T. 
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really haid the co / 

of the science. 

normal clpne in a 

is always some pr 

obesity, ~ hether 

control e:lements 

those cel'ls durin 
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are probl;ems all 
I 

from the iissues s 

the positlion that 
I 

an IND ati this ti 
i I 

concerns no 

forward. 

believl 
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t W ,arrant that IND going 

continue !to be, w 1 

of many elf the in 

issue arei not at 
/ 

most sophiisticate 

$j 

this by individua 

assisted reproduc ! : 

r Y I that there clear1 

rect evaluation at this point 

14s :far, there has been no 

I _ als. 
m i 

And looking at, there 

whether or not it's 

are critical 

a 1,t lead to the death of 

development, clearly there 

ling the way. 

P 

And I think 

rrounding this, the FDA took 

,ven if someone would submit 

L we believe the scientific 

t 
hat this is going to 

i le the state of th'e science 

i : iduals dealing with this 

1 level of what I call the 

, there is enough interest in 

s who have experience in 

i e technologies that I think 
$ w ill be some folks 
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Committee; clearly 

they believe the E 

not to go; forward. 

that therle were in 

issues thiat needec 
I 

now the Diepartment 1 1 / 
I activities, and cl 
/ 

are many iunanswerc 
I 

continue $0 be prc 
! 

informatilbn on th: I 
I 

engaged i.4 the OVF 
/ 

are now h/eavily el 

/[Slide 1 

S/x where 

the stat& of tis I / 
implementation pa 

framework that I 

includes one fina 

establishrr.ent and 

I 
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.ionial Bioethics Advisory 

a n d& their evaluation that 

I 
2fety issues were paramount 

They also made statements 

? irtant societal and ethical 0 
o be addressed; and right 

engaged in this set of 

z'rly scientifically there 
7 

3 questions. And we will 

riding a source of 

3 topic and getting more 

rlight of this area which we A 

gfged in. 

3 'e 
7 

we today and where today, 

ud regulations; these are the 

a eters 
rs 

for our tissue 

e 4 cribed to you, and it 

ule, which is the 

r'gistration and listing; e 
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April 6th was the 

gone into effect, and! we're receiving those 

I 
documentations now.~ 

par.zicular rule right now only 

tissues that are 

the existing tissue 

include reproductive 

tissues o other tissues that did not fall 

under 1270, 

,I 

which wbs our original final rule. 

These wi$ kick in Ln two years, so in 2003 
I 

those registrations and listing will begin. 
I 

Althoughiitls voluntary if people wish to do it 

before then. 

hat's imp1 rtant to remember in this 0 
I I 

It is that ~ / it will include reproductive 

i 

we are going to work very hard over 

two years if this is to go forward, 

e can get resources for this, to work 
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with the 

look at t e P appro r 

the diffe 

screening, 
1 

from the ate of (" 'h 

registrat'on and 

. I 

i 

6’ 
L 
1 

h a 

I 
@ 

), 
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eimedicine societies to 

ate level of oversight for 

of products. 

include in vitro 

elmore advanced 

nd others which are being 

mechanisms for assisted 

ogies, and finally up 

loning technology to create 

e proposed rules for donor 

sue and cellular products. 

ious disease testing, donor 

vent reporting, good tissue 

processing of tissues; this 

. 

and our target for 

this if appropriate 

ained, will be two years 

publication of the tissue 

ting rule, 
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[Slide] 

So I just, in terms of where we are 

with the final rule what creates a unified 

registratiion human cell tissues, 
/ 

biological 
I 

and delineates regulatory 

human cell tissue 

It will 

the application form off 

on line; and as I 

4th this year, and 

of tissue products in 
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I'll be happy to discuss 

I've outlined. 

working with the 

Banks, working wi 

meetings on where w 

regulation. jurisdictional issues 

being discussed by a 
I 

er tiss,le reference group, which 

of CDRH and CBER; and Ruth 

Solomon is here. 

She's one of 

and has been 

many of the 

And 
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issue guic 

with our it 

working wii 
I 

Reproduct/: 

E 3 I'll 

much; and David, 

now or we 

3: 

because 11 

much that; it wont 

questions' 1 

moment, i. 
1 

the compu 

/I 

question4 

your own 1~ 

which, as 

antes 0 

dvisory 

th the 

ve Tech 

can wai 

R. PEIG. 

11 be b 

Compute 

R. LANG 

R. FEIG 

es. 

R. LANG 

err Glue 

R. NERE 

after D 

iew of 

I under 

I 
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4 reposed rules, and working 

c mmittees and we're also ch 
I 

e~artment on Assisted P 

Oio$ieS. i 

n and thank you very 

f you would like questions 

I 

Why don't we wait, 

because you covered so 

! me as long. 

s etupl 

R :I Why don't we ask 

L : Ask questions for a 

R While we're working on 

4 t'ons. Bob, yes? 

Tl 

p’ 

d 

here will be other 

but I'm curious as to 

e in rules over in the UK 

it, allow the use of 
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embryos 
~ 

researc-h purposes beyond 

I believe they are allowing 

cell nuclear 

transfer 

with the, 

from a somatic 

that they have 

I'm sure 

that's under disc / 

for the ynited St 

an area that I think -- 

this is more than a scientific issue. Because I 
/ 

he FDA jurisdiction, and I 

hational Bioethics 

would weigh in on as well as 
I 

parties. 1 
I 
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proceed w:i 

they're gc 

be quite :c 

severa1 YIE 
jurisdictii 

I 
intention! 

in early 

respect t/c 

h 

I is for th:c 

cloning bit 1 
1 

was never 
j 
/E 

continue jt 
/ 

this area 
/ / 

on this 4! 

ahead. j 

I R. LANGIR 
: 

We'll definitely come 

I think it's going to 

quite frankly. And 

ars ago when FDA first established 

~ ~ on in t'is 
h ~ 
h ’ in a n”l b$r 

.rea, there Incas an 

of b.ills introduced back 

I I 98 to have a law on cloning with 

that demarcation 

~ Lb rapeutic 11 

1 ei 

ning and reproductive 

came quit 
~ ~ 

controversial, and the law 

discussions in 

could come to .closure 

R. 

R. A 1 FEIG L; Why don't I just go 

D6 you want to--? 
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16 
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FEIGAL: I-- complimentary, and 
I 

both ta e Iquestions. 
I 

a s,lide that actually 

he things that Kathy was 

talking about; going to focus on are 

engineered. 

way of summarizing, 

sort of the for tissues. 

/ 
tissues, b,reventing improper handling or 

/ 
that 

that aren't going to be 

are the products 

function, are 

components, or are used 

for metab 
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artificial pancrease 

or liver. 

in development. 

purported,to b'e, 

lot of new technologies 

a picture -- this is 

from Wired magazine, 

that's been tissue 

igned to grow with the 

patient, 

current v 

to replac 

actually 

most rece 

could hav 

t‘ypes 'of 

currently 

that are 

products; 

for Devic 

artificia 

settings, 

the press 

,I ,e 

and that's one of the 

is that you have 

a product that's 

and I just picked the 

product; there 

of these; the 

oducts that we 

ter are the ones 

tissue engineered 

and one o the products the Center 

coverings or the 

skins us.ed in burn 

but this 1 .l I ls,an example, and this is 

report e approval of an 
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artificial skin f r a humanitarian device 
I 

exemption for young patients who suffer from 

II Edipermolysis Bul o a,~ 
I 
This is the sltart of the label, and it 

1~ 
highlights a number 'of 

I I 
things. One, this is 

m anitarian use exemption. 

device law that's 

to the treatment IND in 

iar with that, than it is 

with orphans. I 

But you could see here that the 

humanitarban device exemption limits the use of 
I ~ ~ 

000 patients per 

low-level 

I 

a treatment IND does. ~ 

that 

look like. It's an 
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of bovine collage 

hu.man allergenic 

keratinocytes and 

cultured in two 1 

b nor de: y!l 

on, and wiithin th / 

matrix, and the k 

the coded, nonpor 

matrix. 'Then it 

not contasin. 

need 

include artificia 

variations of doi 

vessels -- as wor 

laboratories cant 

wound hea;ling, re 

membranes: for dif 
i I 

some of thie strut 

1 lide 

ii 

r 

:: 

ii 

1E 

ri 

1: 

ir 

‘E 

i 

3 

1 

11 

I( 

5: 

1: 

141 

it/rix, under which normal 

1 cells, epidermal 

cmal fiberglass are 

. ~fiberglass are cultured 

D$OUS sponge side of the 
I 

zjnocytes are cultured on 

side of the collagen 

:s some cells that it does 

el: xamples of.tissues that 

bioengineered tissues 

n, we're beginning to see 

ings with bone, blood 

Nerem and his 

to pursue. Products for 

ing cartilage, artificial 

t uses are examples of 

things. 
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just illustrated ,of the issues,.are the 

live cells safe for their 

intended use in t Certainly you 

don't wan,t them to e,infectious; you want them 
i : 

to be well-manufactured. 
I 

You want to know what 

the issues are 

they achieve 

necessary for the product. 
~~ ~' 
[islide] ~ 

And then t are all the issues for 

the engin,eered the picture on the 
I 

side happ!ens to polymer that has 
I 
/ 

been proposed to se instead of collagen. So 

all of th/e issues o the source of the 

structural material, if it's a synthetic issue 

then you ;have all t issues that 
! 

you have with and the toxicology 

and those; types ok ilssues. 
I I I ~ 

If it's a tissue 

I 

and a highly 

many of tlhe same 

I slide about 
/ 
/ , 
I 

3 tissue, you get into 

3 that we had on the last 
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[Slide I 

So how 
do w 

eiplay in this, and how 

does our science and agency 

her wave and stand. 

KeeKee is who has been 

involved iwith the tissue engineering working 
I 
i, 

I groups at FDA and a member of editorial boards 

in this area involved in workshops 

I 
development, and this is just a 

of the activities going 

on. 

working group 

on tissue 

are beginning 

Standards organizations 

eiop standards, and we 

participai e in th's process. 
r 1 

In fact, this 

is Don Marlow. Don 

Director of Science 
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there arei 43 task that have already 

completed! 13 tandards and three approved 

a cross federal 

agency ef;fort to 

You get an extra 

all of those are -- 

DARPA is usually gets people. 

is how do we develop 

includes 

framework. This 

activities, but 

continued/ developme ts in these areas. 
/ 

i[Slide] ~ 
I I 
So I'll st with this slide. This is 
I 

not the m/eon over this is a cross- 

section of the heart with the 

endocardi m down ch r& just below it, 

,, 

for your 
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contempla,tion abo 
/ 

lunch and/ things 

ou want to come back? 

'Questions? I think we'll 

Harold. 

it wasn't clear to 

tion what you see as the 

with Congress, 

are you really 

-- trying to lay out, 

what Congress ought 

such a potential 

science is obviously 

what we know about ethics. 

So I wondier, are we being proactive or, do you 
I 
/ 

sit there/ with a sense of what the agency 
I 

thinks Coirgress u o ght to be saying around this, 

or what? i 
I 

ZOON The reality is, the agency, 

t / I I 
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as a scie will provide 

and approved by the 

on developing 

It won"t b unique to the FDA; when we 

had talks: on the Hi last time when we / 

went down and pro'ihed technical advice on this 
v ~ 

issue, we went do NIH and worked on 

about the science and 

being essed or were being 

addressed:, where h t e industry was going in this 

field, an !d provid d that feedback to the 
s I 

for either 

legislative 

a bill as part of the 

is point in time there 
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if the ad inistra d 

something, they m 

involved in givin 
' I 

/wanted to propose 

also have FDA and NIH 

{heir input and possibly CDC 

I ~ oqal. as well fi r 
!O 

a pro > unique to 'Congress. 1~ inistration or in Congress, 

s P it's 

Whoever ii the ad 

advice technical information, we 

there to help in could provide weI 

j j that resplect. 
/ 

DR. LANG 2: Barion? 

3: I also am very impressed DR. NEST 
1 

~ o 
T 

troversy doesn't even begin 

s likely to lie ahead, and 

d hr the FDA has an internal I'm wondeiring whe 
1 

ethics advisory c 

about thi 

m ittee within the agency 

t -- I kqow itss supposed to 

elulation, 

I 

but let's be real 

t seems to me that getting 

those n the table early on will 

a gainst things that come up protect ,We agent 

prepared for. that you 1 ight 

n 

no 
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part of our busi 

importance of hi 

ethicists in a vi 
1 

in our PBS Blood 
I 

Advisory /aommittc 

Xenotransi olantat j 

Kn facti 

Advisory /Oommitte 
1 I 

chair. S we're 
1, 

that, and, while k 
/ 

committee;, we oft 
I 1 

committeels when k 
I 

controverisial, ha 
I 

join us on our cc 
I 
b' t your 
rr 

broader, /i/n wheth 

committee. Espec 

scientific areas, 

ethics and,their 

jurisdiction, as 

I 

I 

ss. 
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think a very important 

We've recognized the 

i 
n I 

g'on our advisory committee 

ietk of areas. And in fact, 

afety and Availability 

ank also on the 

Committee. 

xi the Xenotranspolantation 
I 

, we have an ethicist as the 

more sensitive to 

have our own 

our advisory 

subjects that are 

consultants ethicists 

x't ees. 
P 

) int is a little bit 0 

r or not there should be a 

ly with some of the new 

of issues relatead to 

Now our regulatory 

+-+L does not deal with the 
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based dec:jsions, 

listen or partici 

cons to 

I 

committee, but I I 

interesti 

carefully 

the futur 

better pc 

committee 

ethical d 

think, tl? 

add a core 

thinking 

the, Ed's 

/a 

I! g wow 

to look 

1 to he1 

1 ;itioned 

3 for ad 

icisions 

. Lt's a c 

'~ 

. LANG 

* NERE 

lent to 

lbout wh 

"David 

;h 

El 

: 

.1 

L 

,* 
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y' FDA. However, when there 

Ire preparing for science 

e always want to either 
I I 

a 1 I 
t e and understand the more 

r espect to our science-based 

environment. 

are pros and 

an ethical advisory 

h!nk itss a really 
f- 

1 a~ that should be analyzed 

afl 'how that could be used in 

or whether we're 

use other outside advisory 

we're not so linked to 

that's something I 

we'll need to face. 

R: ~Bob? 
1 

I want to 

said. I'm 

list." But 
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you know, what is 

decision- 

next ten years, theyjre 

o be related to ethical 

would be well-advised to 
1 

more and into account. 

lly want to ask for an 

Last night the w.ord 

but then David you used 

and I know it wasn't 'genetic 

engineeriing. 

So what is t'he definition, by FDA, of 

the word And is there an answer 

to that q!uestion; and if not, I believe there 

should be:. but I think FDA more 

than probiably needs to be 

careful 

I take your point. The 
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examples 1 I was gi 

what's included u 

should be idescrib 

well taken. 

D R. NERE1 

up with a definit 

think if 

f 

oulre a 

definitiol -- bio 

activitie d 

1 

and i 
\I 

technolog to bio 

nd my s 

question #i s { 
t 

almo 

some sort 

FDA with 

devices, 

even in t 

drugs. 

of bioe 

r espect 

t 
raditio 

h e case 

i 

d 

d 

d 

k 

n 

n 

t 

C 

.a 

,h 
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p Jj were not meant to be all 

. 

b. 

15, 

bioengineering, but as an 

So I think thinking of 

r'bioengineering, what 

by other terms, is a point 

I'll let you people come 

a Unless you have one. 

a definition? 

rhere are many. But I 

ng do you have one agency 

ineer covers a spectrum of 

erms of how we apply 

ical systems. 

e is, depending what the 

every Center is involved in 

neering process across the 

whether it be foods, 

biological products; or 

re things may be used with 
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broad irnd: 

devil is : 

down into 

,I 

dinner la: 

less bein< 

they didn 

there's tr 

appropriat 
1 

more conql 

be more sr 
I 
j1 

question, 

going to ii 

your press 

that youl/z I 

some poin!t 
I 

to Kather'i 

x 

I my se and the term had a 

ication as most things, the 

n the d as you start drilling 

the def 

z. NERE: 

t night 

: I Well, you weren't at the 
I 
but there it was more or 

used t ) mean genetic engineered, but 

t want 

;It I th 

:o use the term. 

x 
n 

it is in the details, and 

nes whe 

2. But 

oversia 

1 a more general term is 

1, w,en you're getting down to 

. Issues, I think one needs to 

acific, 

want tc 

and I d 

ask a different type of 
I 
i )n/t know which one of you is 

lswer t I lat; but it really comes from 

itation iI iavid; which doesn't mean 
I 

2 the o be'that should answer it. At 
I 

maybe .he answer will shift from you 

lot of t ese tissue engineered h ~ 
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the reason I wanted 

focus on 

of itself, but as an 

example of the technology we're 

going to,see more And 
/ 

quite frankly, I really don't know if FDA is 

organized to really review these 
/ 

kinds of !products. 

me understand a 

little bit, as yo entioned I'm interested in 

blood Now I know if it's 

purely right? 

PTFE, -- 

j I D . 

;: 

FEIGAL: Yes e 

b . NEREM: If I put in an endothelial 

inner lining, is t still a device? 
I 

t FEIGAL: Probably currently we 

would make it a device, 

definitio 
e 

because the 

d v"ce is its primary use, and 
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the prima y use o 
r 

4 structura , not m 

step furt'er. I' 
3 
1 I any synthetic mat 
1 

a natural biologi 

smooth mu cle ccl 

’ I endothelial linin 

:qow it"s 

primary function 
I / 

flow; so 14s it a 
1 I 
'DR e ZOON 

number of discuss 

is well 

and its 

T~he Cent1 

Nerem, do work we 

improved?' Yes. 
i I 

to say td re are 

devices t 
: 

at CDRH 

f 

.e 

t 

I55 

the blood vessel is still 

a i :t bplic. 
I 

Even. though that 

.a b’ olically active, 

: Okay, now we'll go one 

1 ctually not going to have 

1~ r'al there; I'm going to have 

al iscaffold in which I seed 

St &nd then I put in an 

totally biologic but its 

s still delivery of blood 

.e 
v 

&e or is it a biologic? 

we've had a 

and I think your point 

of the field 

g- 

Ts, I think, really, Dr. 

ssu 

hs 

. 

gether. Can it be 

think it would be fair 

s in terms of structural 

an engineering background 
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Center. 

jIin contrastf 'though, I think the 

issues as you go t in o'biological systems, and / 

talking about cells and the issues of cells, 
j 

issue of a biologic -- I mean, if 

a biologic, a cell and a 

So in terms 

the scientific 

been able 

to focus biologic 

we have the opportunity 

mechanisms by which 

And as you 

/ heard earllier, our C 

use more aomplex t 
enter has the ability to 

issue the biologics license 

use PMAs, which are 

or we can look at them 

in their simplest form. 

of regulation and 

much impacted on 
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is, and as it is 

intended/to be as well as what are the 

issues 

discussions, we 

sometimes1 the question becomes 

are the lines of 

every time you draw a 

be another question 

ou have to address. 

will be a continuing 

agency will evaluate 

issues 

and work i jt ogether, I ~ 
j $ 

nd I think that's something 

and your attention to 

important to the 

e your interest really in the 

focus our 

attentio And I think it has, and we 

centers on 
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k hich really don't involve I ’ 
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158 

ines as clear as 

ing cooperation between 

ng to be critical to 

veness of our resources 

Xita and then Harold. 

I think you're going to 

xonomy of these systems, 

h Bob that you will find 

some very fundamental 

t value such as synthetic 

-s a way to develop this 

axonomy, it will be veryr 

?ecially in being able to 

St really ought to go to 

Id those that you should 

be able to deal with as 

and business. 
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you mentioned that 

of how we used 

in the base of using 

of the comments 

firestorm that's 

that was sent out 

about the use of s/.xmer advocates as a part 

maybe noti a good: lhln! t ' 
~1 I 

science-b1 ta 

role, et 

now, nobo 

in the ne 

ethicists 

light, th 

think we 

or bad it 

look back 

letera? ~ And 
I 

ly thinks go< 

” d 

r n 
g0inc.J t 1 I "I 

I think c ne day we're going to 

.d say it T 
I 

akes perfectly good sense 

or, you know, we're so 

they going to play a 

yet it's a natural thing 

much of it, especially 

and I think th.e use of 

probably be in the same 

torm is coming; I don't 

n yet to imagine how big 

e. 
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So I would like to 

proactive with that; 

to be a natural thing 

questions3 Bob. 

wanted to make one 

that there's been 

dates back to 

a lot of 

that's gone 

organizations. 

I still am 

but aboutlthe L 

Everybody: else 

FDA, and pe have 

is trying to reform 

way change FDA. And 

how you as 
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for the 2 ,st Cenitur 

in Congress, 

what you dhink is r 

DR. LANG&R 

Let me sug! 

take a 10 minute 

DR. 

I 

come back 

Susan WOOI 

lunch. Bi 

c 

their seat 

E. LANGER 

2 you'li ! 

loffee brc 

d? . E LANG R: 
~ 1 

on the Off 

I . ~ I 
I 

e next 

pi 

pr 

.ce of I 1011 

san is tli 

I.61 

w/ant to reinvent yourself 
I 

active to whatever goes on 

proactive in the context of 

ally needed to get the job 

Any other comments? 

est this: Why don-gt we 

ak, and then -- 

Go to lunch? 

No, no. And then we'll 

least the firs,t part of 

ation, and then we'll do 

et your break. 

bk.1 

If people could have 

s'entation is going to be 

in's Health. 

new Director of the 
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and she's going to be 

on how the Office of 

Women's Health mo ied its scientific program 

from 

the questions that came up 

focus the selection and 

how do you ensure peer 

review and in selecting these 

projects, how man f the seed projects funded 

funded by the agency or 

the and then 

..? of this program, 

area of dietary 

Offic'e of Women's Health 

Research Program Update 

.DR . WOOD: / Thank you for inviting me 
I 

o the Board, and to hopefully 

ring you up to date on what 

i'zh the science program 
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within th ,e Offic'e 0 

II ast ‘~ I year, Peggy Miller, 
~ ~ 

who's sitting 

over there, of the science 

programs; So we're going to 

are right now. 

that have 

in the last year and to 

questions or 

comments 

f the questions relate to 

:I did arrive in November, at 

and still consider myself 

so I'll 

call on P-eggy who really knows what she's 

talking a out. 
lb 

J do want! 
I t 

o take a few minutes to 

tell you 'that I h,v a e a bit of a checkered 
I I 

history in that I started out as a basic 

/ / 
/ 
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the bioch 

phototran 

away from 

after doi 

postdoc a 

olfaction 

Hill and 

caucus wo 

policy. 

whether a 

whether t 

policy,, e 

different 

good way I 

'95 I mov' 
I 

Human Ser. 
I 
I Women's q 

And I thi: 

mistry~ f ~0 
ductioh; 

gr actual 

Hopkihs 

that bbi 

king sc~ie 

en thou h 
1 

from wh a t 
/ 

0 go- ~ 

nd obvi~u b 

d to th/a 

~ I ices with 

alth, and 

1 

.~ in biology but looking 

164 

at 

invertebrate 

nd that seems a long way 

a~lth policy. 

transition by working, 

y doing further work, 

n' the biochemistry of 

AhS fellowship onto the 

five years with the womens 

mens health legislation and 

a'way of trying to see 

t' an exploratory move of 

ce and applying it to 

it was something wildly 

I'had done in the lab was a 

1-y I stuck with that; in 

epartment of Health and 

the Secretary's Office on 

worked department-wide. 

Y into how the office 
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works here a't FDA/ where I am trying to 

focus on' missions and its 

activities. b 

o we were moving with the Womens 

Health Office at FDA '-- and I wanted to give 

you just a little bit of background on the 

office so you have a feel of sort of how it 

the agency, 

that's to tell you that our role 

the advocate for women's 

agency, and to look at the 

does regulate, and 

and effective for 

women. he process of either 

ther evaluation, that the 

needs of ssessed. Not only are 

trials, which was 

sort of the hot iss e ten years ago! but at FDA 

'it is not1 really an issue in terms of 
I 

participa~ ion of woren in clinical trials. 

put then t take a look at the second 
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level question: Is tihis data evaluated and 

1 I I analyzedjfor gender. dlifferences and can we get 

useful or relevant in~formation from that? And 

I think sometimes 

': P 

e answer is yes and 

sometimes the ans is no. 

;W ( e also a a 

j 

t 

t to look at how women use 

the produits that are regulated by FDA, and 

that gets played in.;o looking at the risk- 

benefit d cision; because when you look at 

men use more prescription drugs or 

ey are maze at risk due to pregnancy 

afety, or whether they're high 

consumers! of dietkr Y 
I 

questions: we need ti 
! 

we look at FDA's ac i 

supplements, these are all 

take into consideration as 

ions and thought processes. 

that we take a look at how 

a product. use is municated. In the labeling 

processl I this can relate to 

can also 

we're working with 

labeling. It 

with other aspects of 
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product lAbelingi that~ may not be related to 

pregnancy 

I 
differential use, 

'I 
physiology of 

women in 

oring the inclusion of 

I've talked about 

that not only- in the 

research 

about the science 

program, 

and we do have sort of 

And I think they 
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centers that havie 

Excellende acros~s 
! I 

it cliniqal care', 

also in 

but by goilng to t &I 
I 

it's a gdoup that 
I 

the Depad ment an g 

p research j rejects 
1 

contract 

targeted 

mission with 
II 

mechanism. 

&he 
I I / 

term progiram I 
; we I 

I a re. 

seccjl 

to develop a Worn e 

168 

project we're doing is 

1tl.s Centersof Excellence in I 
I 

are 15 academic medical 

designated as Centers of 

variety of aspects, be 

and training, but 

arch portfolios. 
I 
onto that project 

of dietary 

I!1 talk about in a minute; 

e centers of excellence -- 
1 

s aiready been identified by 

then being able to solicit 

$articular areas through a 

We're able to get at some 

t what are relevant to FDA's 

a ively straightforward 
t ' 

which is a more long 

working with NCTR 

Initiative -- and 
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I :h 'yut we h,v 

'I intramura reseasch 

that this as wel~l. 

I 

involved iin the t 
I 

all of th/e proposal 
I I 
bith the il 

continuediito thisip 

1 1~ internal and extern I 

got 'k we revised th : 
1 

identifieid people w 

independent of th 
!I 

we're find'ng, 
!I '4 

t ?A 
I ' 

U t! that in a minute. 

e continued also the 

program I and are funding 

Ii111 give a little detail 

E-f e that we're addressing 

1 s of how the peer review is 

the Centers of Excellence 

NCTR projects, we have 

& 1s from the product Centers 

, Land used them to review 

. 

lramural program we have 

int with using both 1 

lexperts, although we did 

rotocol so that we 

i! th expertise in the field 

F: 14, if you will. 

:k to first program that iC 

c3c 3 ters of Excellence; the 
n 
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previous !: 

area of d: 

interact+< 

effective] 

know that 
I 

heavily L.(I 
I 

to reprod 

i[ 

have a 1s~ 

seeing th!E 

talk brie/i 

an examplic 

Dr . Steve!1 
1 

doing, anld 

functionib 
I 

John's wo' h 
I, 

cytochromp 

circulatib 

which is b 

s tha. 

ear t: 

etary 

ns as 

ess fc 

El lot 

ed by 

ztive 

Ylide] 

canIt 

zing c 

ones 

Ly abc 

of tk 

Hall 

he's 

J and 

. I whi 

p45os 

r leve 

sort 

I 
hlat 

re iidentified for this 

ale been funded is in the 

and drug 

safety and 

in women, because we do 

se products are very 

and particularly related 

and menopause and so on. 

o through them all and I do 
~ 

t'em if you're interested in h ~ 
ai 

t te fundedi 

but I want to 

a c 
ouple of them to give you 

4 '* PiOjeCtS. This is one that 

university of Indiana is 

oki$g at cytochrome ~450s 
~ 

s interaction between St. 

a ffects the metabolism by 

1 I nd how it interacts with the 

contraceptives', 

interaction and it's 
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used for 

those eff' 
I 
1 

the Unive 

is lookin 

again how 
, 

Asians an 

again the 

as well a 

products. 

a 5 year #I 

address. 1,1 

research; 

way. 

to develoi 

used to e? 

dietary SI 

hoping to 

oing slo 

cts. , 

mother 1 

sity of 

at sok 

the reb 
I 

Caucas 

interac 

drugs 

Slide] 

ie NCTQ 

rogram, 

ng term 

and to 

2 we're 

in vit 

plore d 

?plemen 

develop 

m 
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e quantitative evaluation of 

ne we're doing, which is at 
I I 

Wbsbington by Gail Anderson, 

and it's looking at 

o'spveness in 
P I 

differs between 

a's in response to soy; 
n 

and 

ions between photoestrogens 

o!c women who are taking soy 

? 
: ~ 

ogram that we're funding is 

ald'it's really trying to 1 
I activity in women's health 

0 it sort of in a proactive 

Yorking with folks down there 

o model systems that can be 
I 

ug-drug and diet and drug and 

and we're 

targeted genomics and 

I I 
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differences in rnle 

!I 

0 we he 

something that's' r 

point we'! ie still 4 

development with 

'[Slide] 

Another 

raised last year' 

fund and Ll hat are 

that it ties in w 
I 

And I 

t 

relates t/ / 

!I 

also w 

research hat's a 

We did 61~ 

unfortuna ely t I 0 

updating !it as we 

time I believe of 
I I 

developed and it 

sent to y[o,u for t 
I 

hopefully you all 

t address some gender 
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icall products. 

e that this will evolve into 

e b 1~1~ functional; but at this I I 1 n iearly stages and still in 

he lfolks at NCTR. 

5 ue 
s 

that apparently was 

a c how do we focus what we 

0 u r priorities, and make sure 

th FDA's needs and mission. 

no important point, and it 

a t were the outcomes of the 

r ady been funded? e 
r,ldp this -- and $ 

one copy; we're 

-- but last year at the 

this was being 

inalized and I believe 

e m&eting six months ago. So 

h ve 
a 

it in your files, and 
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There will 

be a quii. 

both in 

terms of' ave come out, papers that 

have been submitted land to some degree sort of 

where the led -- we provide seed 

ais been additional funding. 

I think pa fficulty of getting that 

send out a query to 

those we d said "How much funding 

outside sources?l' We 

heard bat er of people and they all 

there are some good 

for example, Ray 

n has been able to 

more full 

and torsa 

initial f 

he work on QT prolongation 

based on some 

and there 

.we didn't hear back from 
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a lot of $eople,~ 

because ieadi end or because they 

didn't send us a~x 
I 

e-miail back, at that point. 

back this informic 
I 

tricky to really 
1 I / 

of what Is the OF 

funding. 

: by u~ilt into our granting 

ai .lll I that they had to give us 

1, .i, n. So it has been rather 

re 'a full assessment of sort 

I’ .gl o&th funding from seed 

to try and 

f nding as we go forward. 

r at where we're 

monitor t'at with 
i'p 
iSi if we 

4 want to focus again on going, we did rea 
I 

research rojectb 
I 

tat had significance to the h / 
s regulatory authority; but 

o g&ve a big more direction 

4 t e priorities of the office; 

and so the FY 
I 

request r prop? 

041 projects, we sent out the 

as 

I 

:, 

n 

wl 

and targeted an area of 
: 

product safety or 
I 

gender di ference 

effective ess, 

i 

a I as on questions of 

I 
I I 
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safety and effectiveness of products used by 
/ I 

women as 

years there had 

to the Centers, or 

with the center 

are projects 

This time 

to put a bit of a shape onto the 
I 

and then went through a 
! I 

valuating the projects and 

which again if 

least the; titles 
1 
I 
~[Slide] 

I've answered that 



6 

7 

a 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

176 

projects and queistion~s that are of interest to 
I i 

later this year, 

of studic 

are looking at, for 

funding in the area 

in pregnancy. 

a proof of concept, if you 

cLrry out ethically and 

validity and rigor, 

women who already have 

who are already on a 

their own health 

that data to 

abeling purposes as well as 

and appropriate treatment. 
I 

Is one way we sort of take 

the limited research 

it towards FDA!s 

mission. other ways where 

within FDA 

and 
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Committee 

I agencies ,that ar 
i I I j 

out research, hc 
I 

really dr w a ha 

d 
and this .is FDA' 

rather, where is 
I 

can we ei/ther no 

together nd dev 

of ours multi 
I 

ultimateliy we're 

goals. ) / 

And. the: 

and both 

medicatioins and 
I I 

on one with 

some of tjhese qu 

of pregna/nt wome: 
I 

from some1 of the 

::a1 

-e 

th 

nd 

ant 

ram 

lte 

is 

ztd 
I 

L b 
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ervice Coordinating 

ind out what, other 

ing research or carrying 

e have synergy and not 

e and say this is MIH's 

this is CDC's, but 

the overlap and where 

icate but rather work 

rograms that address both 

encies' needs? Because 

orking towards the same 

a couple of examples, 

related actually to 

ncy where we're working 

rying to take a look at 

a around the pharmacology 

they're interested in it 

:cts and questions; we I re 

Largely the pregnancy 

:st f and we're trying to 
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rlojects that we can do 

6 

a 

16 

17 

ia 

19 

20 

21 

together; 

milarly, CD,C has just gotten a chunk 
I 

d in the area of, for safe 

their interest 

preventive 

onitor women in prenatal 

y measure pregnancy 

regard to the women's 

people looking at 

there's a link 

that picture, 

think CDC had really 

mortality or at risk for 

likely to have a 

women who are 

information on its 

ji, 

of money', 
I 

motherhool 
I 

is mainly i 

services;! 
! 

care, hOf 

I. 

/h 

d 

outcomes 

health. 41 ite 

children'j: 

there. j 

nc 
I 
j, 

which is !z 
I I 

thought a$ 
I 

they are /II 
I 

i d high morb/i 

that, are/ 
/ 

chronic tic 
I 

likely to/ 

may not ha 
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effective 

potential 

fetus as 

off all 

they may; 

avoiding,/ 
I 

that is 4 

say part 

together 
/ 

pharmacol 

about med 

I 
for pregn 

1 
with CDCII 

they are i 
! 
I I preventi 

I 
that I thl 

I , 
other pari 

important 

there is 1 

: 3 

ii 

t: 

ess ropriate dosing or 

ecome pregnant try to go 

ore problems than they're 

I 
ry limite . 

II "I 
to work with CDC to 

motherhood is is bringing 

what do we know 

for medications 

can that ultimately mesh 

that 

espons$.bl or surveillance and 

on. 

I it's th t kind of meshing together 

nk our re,e rch agenda, albng with 

office does,.is 

And J don't think 

line that can be 
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g to the future in terms of 

how do we 

future pr 

Office of 
I 

calling a 

olngoing priorities and establish 

orities; air example, next week the 

lath is hosting what we're Womens He 

women'~s~ h alth dialogue, and we're 

nIter directors, Dr. Schwetz 
I 

that are either 

bringing: 

will be t 

womens gr 
I 
I 

industry,! 
I 

have a tw 

can do in 

ideas and 

actua11y / 

either poi 
I I 

but also! 

get the r 

follow tI-.j 

ogether C 

ere, 

ups, hi p rofessional groups, the 

r' anizations, B to try and 

rbation on both what FDA 

but also listen to their 

e/Lop some strategies for 
~ I 

nb forward in the area of 

researp ‘h 
-way cb v n 
this 

try to be 

ither m v '0 

icies regulations or research, 

orward and being able to 

at we need to actually 

ai needs to be done. 

) se'11 continue working with 

sources 

ough o 1 w 

imilarl, , ‘Y i 

the Coordl 
I 

the Depar 

ij nittee on Womens Health at 

~0 that we can stay in 

nating; 0 

d nent lp e 



. a 
P H 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

12 

13 

14 

15 

16 

17 

18 

response 
,t 

~ hat thee 

'4 0 that~ 

and we provided $ 
! 

further i vestiga 

IT i characterize wha~t 
I I 

differently in Ca 

So they had alrela 
I 

forward a!nd say k 
I 

at it in 

T e 

as 

lPP1 

:ion 

enz 

.Y P 

t h 

re w 

.;h 

.a:ni 

I 

t. 

af 

oP 

1 od 

d r u: 

II n t 

s i, 

183 

:e seeing in Asian women. 

project that they had; 

tmental funds to do some 

: to se.e if they could 

rmes were being turned on 

.ans and in Asian women. 

.esented some data with 

t they wer,e responding 

re just adding some 

re to see if we could 

m. 

think this is a very 

And were it to come 

here are some particular 

ected and affected 

pulations, let's now move 

r population, take a look 

S. 

le Asian population 

in Seattle where I think 

!re using at the cultural 
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women and not modifying 

to some degree a -- I 

of convenience, 

relevance. It's 

relevant,to that 
/ p"pu] 

't 

Lation, moreso at this 

:s than other populations. 

Cecil and then Bob. 

k : on >dietary supplements 

I was interested in some 

And I'm wondering 

really how to use 

in the context of 

I think that's a very good 

iI think fin many of these cases, 

I 
of dietary supplements 

on it and I'll 

to say in 

terms of Id take it in the context 
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" of the problem is t 

I exists in these a e 

safety issues tha 

the area of women's 

ave ver 

to women and it's p 

wort we're talking / 1 
develop a database 
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limited authority or lack 

Al has in the area of 

but I think a large part 

e~1ac.k of information that 

so on how, when are there 

ekd to be raised? That 

the agency should or 

/it. Or could at least 

I 
e't n that there needs to be 

i,ation of the authority? *c 

$oint, our interest for 

hbalth is to take some of 

qbestions, because we do 
I 

g'these products and that 
I 

pecific interactions. The 

raceptives is very relevant 

obably not just St. John's 

b/out; 
I 

so we're trying to 

h't 

a 

can be useful. Granted 

01 a lot of people and is 

E 
pecific to FDA"s 
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validatedassays:, 

because idls real 

to start -A uilding 
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but I think it's at this 

build the database. 

One more question, in 

ies that you choose to do 

e come out of some peer 

would assume that the 

are collected using 

etera; and which-- 

at data that you're going 

tabase to make policy 

3. Ill1 have to defer to 

its of their assays; I 

ion as well, but I do 

of Excellence themselves 

all the institutions and 

of the Centers of 

hrough; it's been through 

n of these centers and 

e often than they'd like 
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and so on and n. 

When we'get down to the specific 

you know you don't give 

technically you do, but 

o a,particular lab and a 

f investigators. And in the 

r the evaluation of these 

proposals, panel,. 

review panel if Ism 

correct, 

before award. 

actually 

they were 

and were 

being a c 

able to d 

lot more 

expect fr 

because i 

very small awards. We 

ause of the fact that 

ng projects in this area 

funding by virtue of 

llence, that they were 

more -- weIre getting a 

you would normally 

grant of this magnitude, 

all grant. 
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D R. NERE 

back to H roldls: a 
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question,/ underset 

that this Caucasi 
, / 

originate1 
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somepl 

some additional 'f 
I 

things, fhich I g 
I 

mind, Bob 
1 t 

certak 
1 

have more money t t 
would al? agreed 

agency is best se 

different centers 

interdisciplinary 
1 

appropriaite. 
I 
F know I I 
I 1 

the time;; you kno 
! 

research jlaborato 
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: 
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Bob? 

guess I want to come 

.ion. If I understand the 

.he answers8 I understood 

iian soy project, it 

:lse and then you provided 

!g to do some additional 

raises a question in my 

f anything FDA should 

research; I think we 

.at . But I do -- this 

-- I do wonder about the 

search; whether the 

by having pockets in 

hether a more integrated, 

arch center is 

ry goes through this all 

ould we have central 

or should we have 

out in the business 
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Bob, andi 'i would 
I / 

continue /to have: 
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1 

orphan products o 
I , 

health projects o 
! 
/ 

would put; food sa 
I I 

whether i/t's coob 
I 

contracts or gran 

be 1~ looked at from 
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both ways. 

R Bern, maybe we'd be 

-- 

T$:~ Y ou raise a good point, 

rage that we would 

hksl d' lscussion as we talk 

because that could be 

it's funding for 

it's for women's 

Oh t 
I I 

er programs where we 

y initiative. ThatIs at 

these kinds of things can 

e f cus. 0 
priorities of the 

The 

would go out, 

agreements or 

whatever it would be can 

FDA standpoint under the 

I recommend we come back to 
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that discussion bet 

is 

trying to make s!ure 

said correctly, land I 
/ / I 

were you tsuggestinq 
! 

I 
something else t&at 

mean, I think their 

Id NIH-fund: ;f and khe I 
I 

program. / 
I 

IDR ~ . NERFM: 
I 

Thanks f+r the ciar 
I 

and then 

research /$rogram' i 
f 

a 
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uise you raise a point that 

ibent to that. 

I~would ask also, and I'm 

t h at I'm hearing what you 

I, may be misunderstanding; 

that we were supplementing 

F A was already funding? I 
D 

ba l se project was probably 

be supplemented the NIH 

I missed that point. 

fication. 

Liz wanted to add to that 

d& one comment. 

3+ON: As we do have that 

~ ly the guys at the FDA 

a l-l ted to say that in FDA 

iment both ways because we 

ated research program at 

3Y area, and we also have 

each of the product 
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regulator 

ii" center m.ean, it-+s a COB 

here. 

LAN 

statement4 I th 

1 1 subjects / lave 
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I never Geally t I 

and it "$7 stirr 

connected:. 
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~SO we actually have -- I 

uing discussion, and I know 

e discussion, but it's kind 

w,e've done it both ways 

IEd. 

"F: It's a'complicated 

t' at your talk and the 
r 

11 been very interesting. 

h% about this issue before, 

e 

I 

to think. 

h ught is I heard this list 

b put forth that we asked, 

kl and I'm not sure they 

3fON: Probably not. 

c.1 Yes. So -- 

3$ON: I tried. 

<. No, 
I 

I couldn't remember 
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the first time, clearly 

the FDA deals wi;th and I guess 

supplements come food safety, and then 
! 

drugs and device~s. / / 
ly never thought about it 

issues are in 

under FDA 

iBecause 1: hayen't thought about that 

and I don't know' those are, I can't really 

o the kind of what the 

Somehow I feel now that 

I'd like to 

way. 

/I don't' d ok ~ 
n NW how to do that, but those 

I 
are my I ~ 1 coi ments.8 

~- :ch 
i,.cg ~ L: 

cd+ 
So you're trying to 

understan 

priority 

is women's health a 

No, not at all. 
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are that 

where the 

it is tha 

you make 

gets in t 

for this. 

there's a 

not a sirr 

question. 

it's sort 

R. CO Y 

R. SCOL: 

ity at 

3. 

2. SCOL: 

really 

alth in 

what t 

he mosL 

ou facb 
I , 

e is in 

you ne 

hose de 

don't81 

e way b 

3. Cfi 

"this i 

le ans 

Becau 

of lik 

I'K/: 
@ 

I accept that it should 

h I K 

kc 

i 
the 

e t-f 

dt 

ack 

Okay. 

What I'm really saying 

within the domain of 

categories that FDA 

1st important issues are 

rtant medical problems 

you have to deal with 

.ate information, and what 

fund in order to help 

ns. 

that, and so my ignorance 

understanding the context 

Well, I donst know that 

kind of answer. There's 

It was a complicated 

hink there's a -- 1 mean, 

ng what is FDA's -- on 
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research / 
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uestion 

FDA, but 
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Is0 mos 

and sometimes the 

sometimes they're 

How do + 

And we've tried t 
I 

We've crea'ted a & 

terms of 
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project we'll put 
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its biggest problem or 

or what is its 

:a t thing that it does. &I ~ 

kb 
n I 

ecause itls got such a 

those things come up, and 

question, and I just 

couple of them here, 

and this is why I think 

g'y came here to the Board to 

.k about what are the best 

I 
a hit will be most useful to 

ri e,evant to women's health, 

e t,ings are together and ~ h 

n t. 
0 ~ 
jdentify the priorities? 

that by creating a mix. 

funding mechanisms in 

and external. We also 

gap funding that 

,s with a high priority 

i little bit of money for 
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that we 4, 

I_ I 
I 

office is 

I put about 

program. 

/; 
/ 
I 

mix of m+c 
/ 

creating/; 
I 

with the 1: 

identify'\ 

importan tj 
/ / 

through 4~ 

h 

just look,. 
! 

at CDER 0:: 
I 

t0 CJO in !i 

centers tc 

what is nit 
I 

gender di/: 

atever 

vet whi 

.mean, I 

on the 

1 milli 

2 we've 

hanisms 

mix of 

ndividu 

ith us 

and whe 

search', 

le pregr 

w at 23 

CBER, 

nd anal 

try an 
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think is appropriate and 

is not much. 

total budget for the 

ler of $2 million, and we 

of that into the research 
\ 

n 

e 

it by trying to create a 

)U F we've also done it by 

bpic areas, and by working 

c nters e to let them 

they think itss 

ey need some help getting 

data analysis. 

c-2 I Y dietary supplements, 

ler analysis of data, be it 

have funded some projects 

! the NDAs, and INDs of those 

understand what is there and 

. k ,erms of understanding 

.n&. responses. 

t to foods, they're sort of 
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different directions, 
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know, because I think 

we get involved In so 

but there isn't an 

gender diff 

at some 
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:h devices and biologics, 

:ample, we work with them 

:d reproductive 

when you look at tissue 

there are other parts of 

in that as well, and our 

link with HHS on 

technology. 

being Ipulled in about 20 

and that's okay, you 

that's appropriate that 

,t of the broad spectrum, 

wer like, you know, we 

.e point where we only 

lo one thing, but we've 

t as much as we can, as I 

-iority for 2001 being 

I aging. 

t year we'll shift to a 

nd get a different slice 
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c iqarold, o 
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intended .me to thin 

reasoning behind a 
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some fashion. 
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We've got a bunch. 

/C1d like to add. 

ts started -- made me 

h'ng -- 
b 

your comments about 

.g/ency -- whose authority it 

ary supplements, or how 

was. 

t have been what you 

'bout, e but fo,llowing up on 

ai"d. 

e a!# 11 asked the question 

ted assays, et,cetera, et 

part of the line of 

t, Cecil, wasthat this 

pplied in some fashion. 

t about who has the 

w ith the data, it seems to 

bm 

c 

very careful doing 

d$ta that will be used in 
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the same 

data. Yo 

what are 

in my bus 

haven't 4 

going to 

central v, 

funds. W. 

source, i 

tangent a1 

organizat 

not argui: 

way, but 

I 

of doing : 

done very 

who is the 

what thei] 

authorizat 

ti 

-4.l 
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ir 
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t 
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9x3. 

er 

he 

t' 

nd 

io 
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;, L 

ought 

-me, what a 
, 

know,~ we"r I 
1 

: goink to I 
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less tb get 

:icipated o 

t used. 
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:n you a e lhl 
s eas f r 

4: 
gene t ( 

'i 
I ’ 

In hasT t t: 
one way ii 

just/came 
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place at FI 

authorized, 

on is some\ 
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e asking the question at 

e we going to do with the 

going to fund it, but 

o with it3 Itss horrible 

data that you really 

questioned how it's 

ked the question about 

alization of research 

a decentral funding 

one group to set off on a 

ata that the whole 

ought about it, and I'm 

'better than the other 

to my mind. 

lo think the development 

ietary supplements was 

onsultation with CFSAN, 

4 that is -- I don't know 

actually; their 

nat limited in the 
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area -- b t whosie 
l-f 

i terest area and who 

riority area for getting 

tary supplements. 

I wouldn't want 

11 saying, hmmm, this 

but it's also of 

Understand 

I'm not being cri of this project at all. 

I understand. 

that the 

once that 

just caused me to think 

in a larger Agency 

generated in CFSAN, 

will be used to 

et cetera. So 

what y u did was wrong. I'm no% 

lized versus decentralized. 

reviewer 

needs to be looked at 

University concept that as 

it will be hard for a 

to not look at 
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the FDA or where the FDA 

regulatory weight behind 

we ought to make sure 

om labs, and I believe 

se. 

S. 

ut we ought to make sure 

f what are we going to do 

get it. And that's not a 

- of this project but 

ent. 

With the St John's Wart 

e CDER, actually, was the 

to have us conduct that 

dy put a warning on low 

ntraception, but they 

rtable with that warning, 

they had. And they 


